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O (57) Abs ' n,C ^ ^ P resent Mention relates to a method to block the invasion of normal, neoplastic inflammatory or immune cells 

O tissue infiltration, and/or oedema formation through inhibition or modulation of molecules and proteolytic enzymes such as -but 
not exclusively- MMPs. for the therapy of all diseases whose pathogenesis is related to the above processes, including tumours 
^ non-neoplasnc angioproliferative diseases, inflammatory diseases, or autoimmune diseases, the method being based on the use of 
K^" inhibitors of the protease of the HIV virus (HTV-PI). 
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CLAIMS * Art 19PCT 

1. Use of at (east one compound selected In the group of the inhibitors of the 
protease of the HIV virus, HIV-PI, for the preparation of a medicament for 
treating a subject suffering from or susceptible to a condition which can be 
treated or prevented by blocking the migration/invasion of cells selected in the 
group at endothelial, neoplastic, Inflammatory or Immune cells. 

2. Use according to claim 1 wherein cell migration/invasion results in tissue 
infiltration and/or oedema formation. 

3. Use according to claims 1-2 wherein the block is obtained through inhibition or 
modulation of molecules and proteolytic enzymes selected in the group of: 
MMPs including MMP-2, stromelysins and matrilysin; enzymes activating 
MMPs; thrombospondin; bFGF and VEGF alone or associated between them, 
Tat alone or in the presence of bFGF. 

4. Use according to dalm 3 in which the proteolytic enzymes are MMPs. 

5. Use according to claims 1-4 wherein the condition to be treated or prevented is 
at least one of the following pathologies: Inflammatory, autoimmune, 
neoplastic, non-neoplastic angloprofiferative diseases. 

6. Use according to claims 1-6 wherein the HIV-PI has an anti-angiogenlc, anti- 
tumour, antioedemlgenlc and/or antiinflammatory activity for the treatment of 
KS, tumours and non-neoplastic angtoprollferative, inflammatory and 
autoimmune diseases. 

7. Use according to claims 1-6 wherein the HIV-PI is selected among the 
following compounds: indinavir, saquinavir, ritonavir, nelfinavir, amprenavir, 
loplnavir and ritonavir, corresponding pharmaceuticalty acceptable derivatives 
and chemical analogues, and mixtures thereof. 

8. Use according to claim 7 wherein the compounds are administered at the 
following doses: indinavir 600 mg/day, 1200 mg/day, 2400 mg/day and 4800 
mg/day; saquinavir 900 mg/day; 1800 mg/day, 3600 mg/day, 7200 mg/day 

9. Use according to claims 1-8 wherein the pathological condition is selected In 
the group of: KaposTs sarcoma, angiogenesis; non-neoplastic 
angioproliferative diseases of eye, kidney, vascular system, skin, such as, tor 
example, diabetic retinopathy, retrolerrtal fibroplasia, trachoma, vascular 
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glaucoma, psoriasis, immune and non-immune inflammation, atherosclerosis, 
keloids; benign and malignant tumours of the soft tissues, the cartilages, the 
bones and the blood; autoimmune diseases in general, In particular systemic 
lupus erythematosus, scleroderma, rheumatoid arthritis, psoriasis, thyroiditis, 
ulcerous rectocolrtis and Crohn's disease, Goodpasture's syndrome, systemic 
vasculitis, Sjogren's syndrome, primitive biliary cirrhosis; inflammatory 
diseases, In particular chronic Inflammation associated with allergies and with 
viral infective, bacterial or parasitic agents, including the Castleman's 
multicentric disease. 

10. Use according to claim 9 wherein the HIV-PI is in association with anti- 
inflammatory, anti-angtogenic or anti-tumour drugs. 

1 1. Use according to claims 1-10 In subjects infected or not Infected by HIV. 

12. Use according to claims 1-11 wherein the drug Is administered according to a 
procedure selected among; oral, intravenous. Intramuscular, subcutaneous, 
Intradermal, intraperitoneal, intrathecal. Intrapleural, intrauterine, transmucosal. 
rectal, vaginal. Intrateslonal or percutaneous administration. 

13. Method for modulating biological processes involving cell migration and 
Invasion, tissue infiltration and activity of molecules Involved In these cell 
pathways. Including MMPs and thrombospondin, said method comprising the 
administration of an effective amount of at least one compound selected In the 
group of the inhibitors of the protease of the HIV virus. HIV-PI. 

14. Method for treating pathological conditions involving cell migration and 
invasion, tissue Infiltration and activity of molecules involved in these cell 
pathways, Including MMPs and thrombospondin. said method comprising the 
administration of a therapeutically effective amount of at least one compound 
selected In the group of the inhibitors of the protease of the HIV vims, HIV-PI. 

15. Method for treating a subject suffering from or susceptible to a condition which 
can be treated or prevented by blocking the migration/invasion of cells selected 
in the group of. endothelial, neoplastic, inflammatory or Immune cells, said 
method comprising the administration of a therapeutically effective amount of 
at least one compound selected in the group of the Inhibitors of the protease of 
the HIV virus, HIV-PI. 
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1.6JMethod according to daim 15 wherein cell migration/Invasion results In tissue 
infiltration and/or oedema formation. 

17. Method according to claim 15 wherein the block is obtained through inhibition 
or modulation of molecules and proteolytic enzymes selected In the group of: 
MMPs Including MMP-2, stromelysins and matrilysin; enzymes activating 
MMPs; thrombospondin; bFGF and VEGF alone or associated between them, 
Tat alone or in the presence of bFGF. 

18. Method according to claim 17 wherein the proteolytic enzymes are MMPs. 

19. Method according to claim 15 wherein the condition to be treated or prevented 
is at least one of the following pathologies: inflammatory, autoimmune, 
neoplastic, non-neoplastic angiopro Itferatfve diseases. 

20. Method according to claim 15 wherein the HJV-PI has an anti-angiogente, anti- 
tumour, antl-oedemigenlc and/or anti-Inflammatory activity for the treatment of 
KS, tumours and non-neoplastic angioprollferative, Inflammatory and 
autoimmune diseases. 

21. Method according to claim 15 wherein the HIV-PI Is selected among the 
following compounds: indinavir, saquinavir, ritonavir, netfinavir, amprenavir, 
lopinavfr and ritonavir, corresponding pharmaceutical^ acceptable derivatives 
and chemical analogues, and mixtures thereof. 

22. Method according to claim 21 wherein the compounds are administered at the 
following doses: indinavir 600 mg/day, 1200 mg/day, 2400 mg/day and 4800 
mg/day; saquinavir 900 mg/day; 1800 mg/day, 3600 mg/day, 7200 mg/day 

23. Method according to claim 15 wherein the pathological condition is selected in 
the group on Kaposi's sarcoma, angiogenesis; non-neoplastic 
angioprollferative diseases of eye, kidney, vascular system, skin, such as, for 
example, diabetic retinopathy, retrolerrtal fibroplasia, trachoma, vascular 
glaucoma, psoriasis, immune and non-immune inflammation, atherosclerosis, 
keloids; benign and malignant tumours of the soft tissues, the cartilages, the 
bones and the blood; autoimmune diseases in general, in particular systemic 
lupus erythematosus, scleroderma, rheumatoid arthritis, psoriasis, thyroiditis, 
ulcerous rectocolitis and Crohn's disease, Goodpasture's syndrome, systemic 
vasculitis, Sjogren's syndrome, primitive biliary ctohosis; inflammatory 
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vira. MM*, boclartal or parasite agents, indudhfl *. Caatemans 
multicentric disease. _ „ 

2 4. Me«hod accord** to cWm 1S whera* the HIWN b in aaaoctefcn w* arfc- 
Irtlamrm^. angiogenic or ar^ ^.h™™, 

2 5 . Method according to claim 15 herein the subjects are subjects infected or no. 

infected by HIV. . m 

26. Method according to claim 15 wherein the drug is administered according to a 
procedure selected among; oral, intravenous. Intramuscular, subcutaneous 
intradermal, intraperitoneal. Intrathecal, intrapleural, intrauterine, transmucosal. 
rectal, vaginal, intralestonal or percutaneous administration. 
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This International Searching Authority found multiple (groups of) 
Inventions In this International application, as follows: 

1. Claims: 1-27 (all 1n part) 

The treatment of neoplastic diseases 

2. Claims: 1-27 (all 1n part) 

The treatment of Inflammatory diseases 

3. Claims: 1-27 (all 1n part) 

The treatment of Immune diseases 

4. Claims: 1-27 (all 1n part) 

The treatment of non-neoplastlc diseases excluding those in 
subjects 1-3. 

I.e. non-neoplastlc ang1opro!1ferat1ve diseases 
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Continuation of Box 1.2 
Claims Nos.: 1-10,16-26 



1. In clala 1, the expression "for blocking the migration/invasion of 
cells" Is defined by reference to a desirable characteristic or property. 
In addition, 1t 1s considered unclear as 1t does not provide an 
Indication for a pathological disorder nor define a disease state. Such 
1s not a method of therapy according to R.67.1(1v) PCT as the Intended 
dlsease(s), dlsorder(s) or dysfunctlon(s) to be treated are not defined 
Accordingly, since a meaningful search over the whole of the claimed 
scope 1s Impossible, the search has thus been restricted to the specific 
diseases defined 1n claim 27. 

The same reasoning applies to claim 2. 

2. If a therapeutic use 1s intended within the meaning of claim 1, the 
Inclusion of "normal cells" leads to a lack of clarity within the meaning 
of Art 6 PCT. Methods of treatment must have a therapeutic use. 

Infact arfgrat1on/1nvas1on of normal cells can occur 1n the absence of a 
disorder e.g. blood cells. 

3. In claims 3-5, the expressions "blocking the migration of endothelial 
cells with a therapeutic antl-anglogenlc, antUCS and anti-tumor 

effect blocking the production of cytokines with a therapeutic 

antt-tumor effect; inhibition or modulation of molecules and proteolytic 
enzymes" are defined by reference to a desirable characteristic or 
property. They do not relate to diseases, disorders or dysfunctions but 
rather mechanisms Involved in an extremely large number of possible 
diseases. In fact, these claims are defined 1n such a way that a lack of 
clarity and/or conciseness within the meaning of Article 6 PCT arises to 
such an extent as to render a meaningful search over the whole of the 
claimed scope Impossible. 

Although the diseases are further defined 1n claims 6-8 and 10, they are 
still none the less considered to encoqpass too large a number of 
possible diseases. 

Consequently, the search has been carried out for those parts of the 
claims which do appear to be clear and/or concise, namely for the 
treatment of the diseases mentioned In claim 27. 

4. The expression "HIV-protease inhibitors" Is defined by reference to a 
desirable characteristic or property. This leads to a lack of clarity 
(Article 6 PCT) and Is such as to render a meaningful search over the 
whole of the claimed scope Impossible. Consequently a search has been 
carried out for those clear, suported and concise claims i.e. the 
compounds defined In claim 11. 

In addition, this term encompasses a very large mafcer of possible 
compounds which may have this characteristic and a complete search 1s 
therefore not possible. The applicants attentions 1s drawn to the fact 
that some compounds may be already known to treat the diseases/disorders 
claimed by the applicant but are as yet not identified as HIV-Protease 
Inhibitors. 

In claim 9, the expression "has an ant1-cedem1gen1c activity" 1s defined 
by reference to a desirable characteristic or property. This leads to a 
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lack of clarity (Article 6 PCT) and 1s such as to render a meaningful 
search over the whole of the clalned scope impossible. 

5. The expressions "ant1-1nflaramatory, ant1 -angiogenic or anti-tumour 
drugs" encompass a very large number of possible compounds which may have 
these characteristics and a complete search 1s therefore not possible. 
These terms do not appear to be clear or supported, therefore a complete 
search was unable to be carried out. 

6. Present claims 16-18 are directed to a method of treatment, as they 
encompass the administration of active agents to patients. However, the 
Intended purpose Is defined by reference to a desirable characteristic or 

property, namely "for modulating/blocking ". Such 1s not a method of 

therapy according to R.67.1(1v) PCT as the Intended dlsease(s), 
dlsorder(s) or dysfunctlon(s) to be treated Is/are not defined. 

Claims 16-26 cover all methods having this characteristic or property, 
whereas the application provides support within the meaning of Article 6 
PCT and/or disclosure within the meaning of Article 5 PCT only for a 
limited number of such methods. 

Accordingly, since a meaningful search over the whole of the claimed 
scope Is Impossible, the search has thus been restricted to those 
diseases that are clearly defined. 

Although the diseases are further defined 1n claims 22 , 24 and 26 they 
are still none the less considered to encompass too large a number of 
possible diseases. Consequently, the search has been carried out for 
those parts of the claims which do appear to be clear and/or concise 
namely for the use of at least one HIV-protease Inhibitor (see Item 4) 
for treatment of the diseases mentioned In claim 27. 

ACCORDINGLY: KITH RESPECT TO POINTS 1t6, THE SEARCH HAS BEEN CARRIED OUT 

The applicant's attention Is drawn to the fact that claims, or parts of 
claims, relating to Inventions In respect of which no international 
search report has been established need not be the subject of an 
International preliminary examination (Rule 66.1(e) PCT). The applicant 
Is advised that the EPO policy when acting as an International 
Preliminary Examining Authority Is normally not to carry out a 
preliminary examination on matter which has not been searched. This 1s 
the case Irrespective of whether or not the claims are amended following 
receipt of the search report or during any Chapter II procedure. 
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